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CAMZYOS is indicated for the treatment of adults with symptomatic New York Heart Association
(NYHA) class II-III obstructive hypertrophic cardiomyopathy (HCM) to improve functional capacity
and symptoms.
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FULL PRESCRIBING INFORMATION

CAMZYOS® 2.5 mg
CAMZYOS® 5 mg

CAMZYOS® 10 mg
CAMZYOS® 15 mg

The marketing of CAMZYOS is subject to a risk management plan (RMP) including a
"Patient Guide’ and a ’Patient card’. The ‘Patient Guide’ and the ‘Patient card’ emphasize
important safety information that the patient should be aware of before and during treatment.
Please explain to the patient the need to review the Guide and the-Card before starting
treatment.

This product is marketed with Healthcare Professional (HEP)-Guide providing important
safety information.
Please ensure you are familiar with this material as it contains important safety information.

5 WARNINGS AND PRECAUTIONS

5.3Embryo-Fetal Toxicity

CAMZYOS may cause fetal toxicity when administered to a pregnant female, based on
findings in animal studies. Confirm absence of pregnancy in females of reproductive potential
prior to treatment and advise patients to use effective contraception during treatment with
CAMZYOS and for 4 months after the last dose. CHCs containing a combination of ethinyl
estradiol and norethindrone may be used with mavacamten. However, CAMZYOS may reduce
the effectiveness of certain other combined hormonal contraceptives (CHCs). Adviself these

CHC:s are used, advise patients asing-CHCsto-use-an-alternative-contraceptive-method-thatis
not—affected-byCYP450-enzyme—induetion—or to add nonhormonal contraception (such as

condoms) during concomitant use and for 4 months after the last dose of CAMZYOS [see Drug

Interactions (7.2) and Use in Specific Populations (8.1, 8.3)].

7 DRUG INTERACTIONS

7.2Potential for CAMZYOS to Affect Plasma Concentrations of Other Drugs
Certain CYP3A4, CYP2C9, and CYP2C19 Substrates

Mavacamten is an inducer of CYP3A4, CYP2C9, and CYP2C19. Concomitant use with
CYP3A4, CYP2CH9, or CYP2C19 substrates may reduce plasma concentration of these drugs
[see Clinical Pharmacology (12.3)]. Closely monitor when CAMZYOS is used inecombination

with concomitant CYP3A4, CYP2C19 or CYP2C19 substrates where—decreases unless
2
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otherwise recommended in-the-plasma-conecentration-of these-drugsmay reduce-theiractivity

Prescribing Information.

Certain Combined Hormonal Contraceptives (CHC):

Progestin and ethinyl estradiol are CYP3A4 substrates. Concomitant use of CAMZYOS may

decrease exposures of ethinyl—estradiel-and—progestin certain progestins [see Clinical

Pharmacology (12.3)], which may lead to contraceptive failure. Or-an-inerease-tn-breakthrough
bleeding—Advise CHCs containing a combination of ethinyl estradiol and norethindrone may

be used with mavacamten but if other CHC% are uqed advme patlents to &s&a—eeﬂ&aeep%we

nonhormonal contraceptlon (such as condoms) durlng concomltant use and for 4 months after
the last dose of CAMZYOS.

' 8 USE IN SPECIFIC POPULATIONS

8.3Females and Males of Reproductive Potential

Contraception

Females

Advise females of reproductive potential to use effective contraception during treatment with
CAMZYOS and for 4 months after the last dose. Use-ef CHCs containing a combination of
ethinyl estradiol and norethindrone may be used with mavacamten. However, CAMZYOS may
reduce the effectiveness of EHCEs—Advise certain other combined hormonal contraceptives
(CHCQ). If these CHCs are used, advise patients using-CHCsto-use-an-alternative-contraception
methed-er-to add nonhormonal contraception (such as condoms) during concomitant use and
for 4 months after the last dose of CAMZYOS [see Drug Interactions (7.2)].

10 OVERDOSAGE

Clinical Experience and Effects

e Cardiovascular effects may include reduced LVEF (left ventricular ejection
fraction), heart failure, hypotension, and asystole refractory to medical
intervention.
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e Neurological effects may include dizziness and syncope.

e An infant death was reported after accidental ingestion of three 15 mg capsules

(45 mg).

e An adult administered a single dose of 144 mg developed a vasovagal reaction,
hypotension, and asystole, but the subject recovered.

Management
e Discontinue CAMZYOS treatment.

e Provide medically supportive measures to maintain hemodynamic stability and
monitor left ventricular function.

e Consider administering activated charcoal (pediatric dose is 1 g/ke; adult dose is 50
¢) within 2 hours of ingestion in addition to other supportive measures. The benefit
of activated charcoal is negligible after 6 hours [see Clinical Pharmacology (12.3)].

e Consider contacting the Israel Poison Information Center (RAMBAM Medical
Center, 04-7771900) or a medical toxicologist for additional overdose management
recommendations.

. 12 CLINICAL PHARMACOLOGY

12.3 Pharmacokinetics

Mavacamten exposure increases generally dose proportionally after following multiple once-
daily doses of 1 mg to 15 mg. At the same dose level of CAMZYOS, 170% higher exposures
of mavacamten are observed in patients with HCM compared to healthy subjects.
Mavacamten accumulation is approximately 100% for Cmax and approximately 600% for
AUC in CYP2C19 normal metabolizers (NMs). The accumulation is dependent upon the
CYP2C19 metabolism status with the largest accumulation occurring in CYP2C19 poor
metabolizers (PMs). At steady-state, the peak-to-trough mavacamten plasma concentration
ratio with once daily dosing is approximately 1.5.

Absorption

Mavacamten has an estimated oral bioavailability of at least 85% and median time to maximum
concentration (Tmax) of 1 to 2 hours.

Effect of Food

No clinically significant differences in mavacamten pharmacekineties AUC were observed
following its administration with a high fat meal. Fhe- Frmax—wasinereased-by-4-hours:

Elimination

Mavacamten has a variable terminal tj, that depends on CYP2C19 metabolic status.
Mavacamten terminal half-life is 6 to 9 days in CYP2C19 normal metabolizers (NMs), which
is prolonged in CYP2C19 poor metabolizers (PMs) to 23 days. Drugaceumulation-oceurs-with

an-accumulation ratio-of about 2-fold for C.x and-about 7 fold for AUC i CYP2C19 NMs:
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Drug Interactions

Clinical Studies and Model-Informed Approaches

CYP3A4 Substrates: Concomitant use of a 16-day course of mavacamten (25 mg on days 1 and
2, followed by 15 mg for 14 days) resulted-in-a13%and-7% decrease-in-midazelam decreased
AUCiy and Cpaxs of midazolam by 13% and 7%, respectively, in healthy E¥YP2C19-NMs
subjects. Following coadministration of mavacamten once daily in HCM patients at the upper

end of the therapeutic range, midazolam AUCint and Cmax are predicted to decrease by-2+ up to
64 45% and 13-te-48 24%, respectively;-depending on-the-dose-of mavacamtenand CYP2C19

phenetype.

Certain combined oral contraceptives: No clinically significant differences in ethinyl estradiol
and norethindrone exposure were observed in healthy female subjects with CYP2C19 NM
phenotype following concomitant use of a combined oral contraceptive containing ethinyl
estradiol and norethindrone with a 17-day course of mavacamten (25 mg on days 1 and 2,
followed by 15 mg for 15 days). The impact of mavacamten on oral contraceptives containing
other progestins is unknown.

CYP2CS8 Substrates: Concomitant use of mavacamten once daily in HCM patients is predicted
to decrease AUC and Cnax of repaglinide, a CYP2C8 and CYP3A substrate, by 42 up to 39
27% and 19%, respectively, depending on the dose of mavacamten and CYP2C19 phenotype.

CYP2C9 Substrates: Concomitant use of mavacamten once daily in HCM patients is predicted
to decrease AUC and Cpax of tolbutamide, a CYP2C9 substrate, by 33 up to 65 54% and 23%
respectively, depending on the dose of mavacamten and CYP2C19 phenotype.

CYP2C19 Substrates: Concomitant use of mavacamten once daily in HCM patients is
predicted to decrease AUC and Ciax of omeprazole, a CYP2C19 substrate, by 48 up to 67
48% and 17%. respectively, depending on the dose of mavacamten and CYP2C19 phenotype.

Activated Charcoal: Mavacamten AUCo.70n and AUCo.infinity Was reduced by 14% and 34%,
respectively, following administration of 50 g activated charcoal with sorbitol 2 hours after
ingestion of a single mavacamten 15 mg dose. Administration of activated charcoal 6 hours
after the mavacamten dose had minimal effect on mavacamten exposure.

In Vitro Studies

CYP Enzymes: Mavacamten does not inhibit CYP1A2, CYP2B6, er CYP2C8—-At<ehnically
relevant-concentrationsmavacamtenisnotaninhibitorof, CYP2D6, CYP2C9, CYP2CI19, or
CYP3A4. Mavacamten is a CYP2B6 inducer.

5
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